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AMFNOMFN TS TO THF C I , ATM S 

1) (currently amended) An improved multi-layered osmotic device for the controlled 
deliveiy of one or more active agents to one or more environments of use wherein the osmotic 
device comprises: 

a) a compressed core comprising a first active agent and an osmotic agent for controlled 
and continuous release of the first active agent; 

b) a semipermeable membrane surrounding the core and having a preformed passageway 
therein, said semipermeable membrane being permeable to a fluid in the environment 
of use and substantially impermeable to the first active agent; 

c) an inert, completely erodible or and/or water soluble polymer coat comprising. 
poly(vinylpyrrolidone)-(vinyl acetate) copolymer partially or substantially completely 
surrounding the semipermeable m^embrane aad plugging the passageway in the wail; 
and 

d) an external coat comprising a second active agent for immediate release of the second 
active agent, wherein the first active agent is released fi-om the core after the polymer 
coat has partially or completely dissolved or eroded, and the first and second active 
agents are released into the same or different environments of use to provide a 
controlled delivery of the one or more active agents. 

2) (original) An osmotic device according to claim 1 wherein the compressed core further 
comprises poly(vinylpyrrolidone). 

3) (original) An osmotic device according to claim 1 wherein the semipermeable membrane 
consists essentially of cellulose acetate and poly(ethylene glycol). 

4) (original) An osmotic device according to claim 1 wherein the external coat comprises 
poly(vinylpyrrolidone) and poly(ethylene glycol). 

5) (original) An osmotic device according to claim 1 wherein the second active agent in the 
external coat comprises a therapeutic agent. 

6) (original) An osmotic device according to claim 1 wherein the first active agent in the 
core comprises a therapeutic agent. 

7) (original) An osmotic device according to claim 1 wherein the second active agent in the 
external coat comprises a therapeutic agent and the first active agent in the core 
comprises a tlierapeutic agent. 
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8) (original) An osmotic device according to claim 7 wherein the first and second active 
agents are the same. 

9) (original) An osniotic device according to claim 8 wherein the first and second active 
agents are theophylline. 

10) (original) An osmotic device according to claim 1 wherein the second active agent in the 
external coat comprises a therapeutic agent and the first active agent in the core 
comprises a different therapeutic agent, 

1 1) (original) An osmotic device according to claim 10 wherein the first active agent is 
pseudoephedrine and the second active agent is loratadine. 

12) (original) An osmotic device according to claim 10 wherein the first active agent is 
ranitidine and the second active agent is a combination of ranitidine and cisapride. 

1 3) (original) An osmotic device according to claim 10 wherein the first active agent is 
pseudoephedrine and the second active agent is astemizole. 

14) (original) An osmotic device according to claim 1 0 wherein the first active agent is 
diltiazem and the second active agent is enalapril. 

1 5) (original) An osmotic device according to claim I , wherein the one or more environments 
of use comprises a first environment of use and a different second environment of use. 

16) (original) An osmotic device according to claim 1 5, wherein the first environment of use 
is the gastric region and the second environment of use is farther down the 
gastrointestinal tract of a mammal. 

17) (original) An osmotic device according to claim 1 , wherein the first and second active 
agents are released into the same environment of use. 

18) (original) An osmotic device according to claim I , wherein the controlled delivery of one 
or more active agents includes one or more of pH-dependent, pH-independent, diffusion 
controlled, dissolution controlled, pseudo-zero order, zero-order, pseudo-first order, first- 
order, second-order, rapid, slow, delayed, timed, and sustained delivery. 

1 9) (original) An osmotic device according to claim 1 , wherein at least a portion of the 
polymer coat dissolves or erodes in fluid present in an environment of use after the 
external coat has at least partially dissolved in an environment of use. 

20) (original) An osmotic device according to claim 1, wherein the polymer coat is one or 
more of soluble in the same environment of use in which the external coat is soluble, and 
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soluble in the same environment of use in which the core is soluble. 

2 1 ) (original) An osmotic device according to claim 1, wherein the semipemaeable membrane 
comprises a plasticizer and one or more of a cellulose ether, cellulose ester and cellulose- 
ester-ether. 

22) (original) An osmotic device according to claim 1 , wherein the external coat farther 
comprises poly(vinylpyrrolidone). 

23) (original) An osmotic device according to claim 1, wherein the polymer coat further 
comprises one or more of talc and poly(ethylene glycol). 

24) (currently amended) A multi-layered osmotic device for the controlled delivery of one or 
more active agents to one or more environments of use wherein the osmotic device 
comprises: 

a) a compressed core comprising a first active agent and an osmotic agent for controlled 
and continuous release of the first active agent; 

b) a semipermeable membrane surrounding the core and having a prefonned passageway 
tlierein, said semipermeable membrane being permeable to a flviid in the environment 
of use and substantially impermeable to the first active agent; 

c) an inert, completely erodible or and/or water soluble polymer coat partially or 
completely surrounding the semipermeable membrane and plugging the passageway 
in the wall; and 

d) an external coat comprising a second active agent for immediate release of the second 
active agent, wherein the first active agent is released from the core after the polymer 
coat has partially or completely dissolved or eroded, and the first and second active 
agents are released into the same or different enviroimients of use to provide a 
controlled delivery of the one or more active agents. 

25) (currently amended) A multi-layered osmotic device for the controlled delivery of one or 
more active agents to one or more environments of use wherein the osmotic device 
comprises: 

a) a compressed core comprising a first active agent and at least one osmotic agent for 
controlled and continuous release of the first active agent; 

b) a semipermeable membrane surrounding the core and liaving at least one prefonned 
passageway therein; 
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c) an inert, completely credible or and/or water soluble polymer coat partially or 
completely surrounding the semipermeable membrane and plugging the passageway 
in the wall; and 

d) an external coat comprising a second active agent for immediate release of the second 
active agent, wherein tlie first active agent is released fiom the core after the polymer 
coat has partially or completely dissolved or eroded, and the first and second active 
agents are released into the same or different environments of use. 

26) (currently amended) A multi -layered osmotic device for the controlled delivery of one or 
more active agents to one or more environments of use wherein the osmotic device 
comprises: 

a) a compressed core comprising a first active agent and at least one osmotic agent for 
controlled and continuous release of the first active agent; 

b) a semipermeable membrane surrounding the core and having at least one preformed 
passageway therein; 

c) an inert, completely erodible or and/or water soluble polymer coat partially or 
completely surrounding the semipermeable membrane and plugging the at least one 
preformed passageway in the wall; and 

d) an external coat comprising a second active agent for release of the second active 
agent, wherein the first active agent is released from the core after the polymer coat 
has partially or completely dissolved or eroded, and the first and second active agents 
are released into the same ox different enviromnents of use. 

27) (currently amended) A muUi-layered osmotic device for the controlled delivery of one or 
more active agents to one or more environments of use wherein the osmotic device 
comprises: 

a) a compressed core comprising a first active agent and at ieast one osmotic agent for 
controlled and continuous release of the first active agent; 

b) a semipermeable membrane surroimding the core and having at least one preformed 

passageway therein; 

c) an inert, completely erodible or anri/nr water soluble polymer coat partially or 
completely surrounding the semipermeable membrane and plugging the at least one 
preformed passageway in the wall; and 
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d) an external coat comprising a second active agent for immediate, rapid, delayed, slow, 
sustained, pseudo-first order, pseudo-zero order, timed, controlled or combination 
thereof release of the second active agent, wherein the first active agent is released 
from the core after the polymer coat has partially or completely dissolved or eroded, 
and the first and second active agents are released into the same or different 
environments of use. 

28) (Previously added) The multi-layered osmotic device of claim 24, 25, 26 or 27, 
wherein the first and second active agents each comprise a therapeutic agent. 

29) (Previously added) The multi-layered osmotic device of claim 24, 25, 26 or 27, 
wherein the first and second active agents are the same. 

30) (Previously added) The multi-layered osmotic device of claim 24, 25, 26 or 27, 
wherein the first and second active agents are different. 

3 1) (Previously added) The multi-layered osmotic device of claim 24, 25, 26 or 27, 
wherein the first and second active agents are released into different environments of use. 

32) (Previously added) The multi-layered osmotic device of claim 24, 25, 26 or 27, 
wherein the first and second active agents are released into the same enviroimient of use. 

33) (Previously added) The multi-layered osmotic device of claim 24, 25, 26 or 27, 
wherein the controlled delivery of one or more active agents includes one or more of pH- 
dependent, pH-independent, diffusion controlled, dissolution controlled, pseudo-zero order, 
zero-order, pseudo-first order, first-order, second-order, rapid, slow, delayed, timed, and 
sustained delivery. 

34) (Previously added) The multi-layered osmotic device of claim 1 , 24, 25, 26 or 27, 
wherein the first and second active agents are independently selected at each occiurence 
from the group consisting of antibacterial, antihistamine, decongestant, anti-inflammatory, 
antiparasitic, antiviral, local anesthetic, antifungal, amoebicidal, trichomonocidal, analgesic, 
antiarthritic, antiasthmatic, anticoagulant, anticonvulsant, antidepressant, antidiabetic, 
antineoplastic, antipsychotic, neuroleptic, antihypertensive, muscle relaxant, depressant, 
hypnotic, sedative, psychic energizer, tranquilizer, antiparkinson, muscle contractant, 
anti-microbial, antimalarial, hormonal, contraceptive, sympathomimetic, diuretic, 
hypoglycemic, ophthalmic, electrolyte, diagnostic and cardiovascular agent. 

35) (Previously added) The multi-layered osmotic device of claim 1 , 24, 25, 26 or 27, 
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wherein the first and second active agents are independently selected at each occurcence 
from the group consisting of pesticide, herbicide, insecticide, antioxidant, pl^t growth 
instigator, sterilization agent, catalyst, chemical reagent, food product, nutrient, cosmetic, 
vitamin, sterility inhibitor, fertility instigator, microorganism, flavoring agent, svi^eetener, 
and cleansing agent. 

36) (cun-ently amended) A multi-1;iyered of=;mntir, rievii-.c fnr the. rnnlrnllpH delivery nf nne nr 
more active agents to one or mnr(- finvirnnmf nf; o f nse whsri^in the nsmotir devire 
cnmprises: Tli r nml t i-layeied osmoti c ■ devi c e of clai u i 25 , 26 u i 2? , 

a) a cnmpresserl core onmprising a first active agemt and af least nnp asmotic agent fnr 
rnntmllRfl anA r.f>ntiTninii«! rftlpa se nf the first active ?^gen t; 

b) a semipRrmeahle memVirflnp siirrnnnding the cnre and having at lea^rt^ nnp. prpfnrmPid 



c) an inert, cnmpleTdy Rrndil^le mcVor water snhihle pnlym.fr cnat p artial ly or 
nnmpletdy snrronnding the semipptmpahle mf^mhranfi and plugging the passageway 
in the wall: and 

d) an eKtRmai coat, cnmprising a se^rnnd f^r,tiv£ ag,enLfarirnmediatfird.ease.oflbf:S£t;or)d 
ap.tivF. agent, wherein the fir<^t ac tive ag ent is ve.lfasp. d from the Ct^fP afi gr the pnl^mier 

coat has partially or complr.tdy dissnlvftd or ftrnded, and t he fi rst and s ecnttd active 
agents are released into the same, nr.difff:rent..etivironTnf,nts.of nse, wherein the inert, 
completely credible and/or water soluble polymer coat comprises 
poly(vinylpyrrolidone)-(vinyl acetate) copolymer. 

37) (CujTently amended) The multi-layered osmotic device of claim 36, wherein the inert, 
completely credible andZor water soluble polymer coat further comprises a second 
polymer. 

38) (Previously added) The multi-layered osmotic device of claim 36, wherein the 
semipermeable membrane comprises a plasticizer and one or more of a cellulose ether, 
cellulose ester and cellulose-ester-ether. 

39) (Previously added) The multi-layered osmotic device of claim 38, wherein the polymer 
coat further comprises one or more of talc and po ly(etliylene glycol). 

40) (currently amended) The multi-layered osniotic device of claim 1, 24, 25, 26 or 27, 
wherein the inert, completely erodible and/or water soluble polymer coat comprises at 
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least two different polymers, 

41) (Previously added) The multi-iayered osmotic device of claim 1, 34, 25. 26 or 27, 
wherein the delivery of the first active s^tnt is delayed with respect to delivery of the 
second active agent. 

42) (Previously added) The multi-layered osmotic device of claim 1 , 24, 25. 26 or 27, 
wherein the first active agent is ranitidine and the second active agent is a combination of 
ranitidine and cisapride. 

43) (Previously added) The multi-layered osmotic device of claim 1 , 24, 25, 26 or 27, 
wherein die first active agent is pseudoephedrine and the second active agent is 
astemizole. 

44) (Previously added) The multi-layered osmotic device of claim 1 , 24, 25, 26 or 27, 
wherein the first active agent is pseudoephedrine and the second active agent is 
loratadine. 

45) (Previously added) The multi-layered osmotic device of claim 1 , 24, 25, 26 or 27, 
wherein the first active agent is diltiazem and the second active agent is enaiapril. 

46) (Previously added) The multi-layered osmotic device of claim 1 , 24, 25, 26 or 27, 
wherein the first and second active agents are theophylline. 

47) (Previously added) The multi-layered osmotic device of claim 1 , 24, 25, 26 or 27, 
wherein the first active agent is a decongestant and the second active agent is an 
antihistamine. 

48) (Previously added) The multi-layered osmotic device of claim, i , 24, 25, 26 or 27, 
wherein the first active agent is a first antihypertensive agent and the second active agent 
is a different second antihypertensive agent. 

49) (Previously added) The multi-layered osmotic device of claim 1, 24, 25, 26 or 27, 
wherein the first active agent is a gastric acid inhibitor and the second active agent is a 
gastrointestinal emptying adjunct agent. 

50) (New) A multi-layered osmotic device for the controlled delivery of one or more active 
agents to one or more environments of use wherein the osmotic device comprises: 

a) a compressed core comprising a first acUve agent and at least one osmotic agent for 
controlled and continuous release of the fu-st active agent; 

b) a semipermeable membrane surrounding tlie core and having at least one prefoimed 
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passageway therein; 

c) an inert, completely erodible and/or water soluble polymer coat partially or 
completely surrounding the semipenneable membrane and plugging the at least one 
preformed passageway in the wall, wherein the inert, completely erodible and/or 
water soluble polymer coat comprises poly(vinyipyrrolidone)-(vinyl acetate) 
copolymer; and 

d) an external coat comprising a second active agent for release of the second active 
agent, wherein the first active agent is released from the core after the polymer coat 
has partially or completely dissolved or eroded, and the first and second active agents 
are released into the same or different environments of use. 

51) (New) The multi-layered osmotic device of claim 50, wherein the iriert, completely 
erodible and/or water soluble pol>'mer coat further comprises a second polymer. 

52) (New) The raulti -layered osmotic device of claim 50, wherein the semipermeable 
membrane comprises a plasticizer and one or more of a cellulose ether, cellulose ester and 
cellulose-ester-ether. 

53) (New) A multi-layered osmotic device for the controlled delivery of one or more active 
agents to one or more environments of use wherein the osmotic device comprises: 

a) a compressed core comprising a first active agent and at least one osmotic agent for 
controlled and continuous release of the first active agent; 

b) a semipermeable membrane surrounding the core and having at least one preformed 
passageway therein; 

c) an inert, completely erodible and/or water soluble polymer coat partially or 
completely surrounding the semipermeable membrane and plugging the at least one 
preformed passageway in the wall, wherein the inert, completely erodible and/or 
water soluble polymer coat comprises poly(vinylpyiTolidQne)-(vinyl acetate) 
copolymer; and 

d) an extemal coal comprising a second active agent for immediate, rapid, delayed, slow, 
sustained, pseudo-first order, pseudo-zero order, timed, controlled or combination 
thereof release of the second active agent, wherein the first active agent is released 
from the core after the polymer coat has partially or completely dissolved or eroded, 
and the first and second active agents are released into the same or different 



- n - 

Received from < 9727477375 » at B/3/03 4:50:56 PM [Eastern Daylight Time] 



JUN-05-2003 TUE 03:58 PM FROMiINNOVAR LLC 



FAX: 9727477375 



PAGE 17 



Docket No. PHUS^7 

environments of use. 

54) (New) The multi-layered osmotic device of claim 53, wherein the ineit, completely 
erodible and/or water soluble polymer coat further comprises a second polymer. 

55) (New) The multi-layered osmotic device of claim 53, wherein the semipenneable 
membrane comprises a plasticizer and one or more of a cellulose ether, cellulose ester and 
cellulose-ester-ether. 
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